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Remarks 



As the amendment filed on July 3, 2002, was not entered, Applicants have reiterated 
the amendments. Upon entry of the foregoing amendment, claims 157, 159-160, 162-163, 
165-166, 168-176, 179-180, 182-183, 185-186, 188-189 and 191-228, 230 and 232-287 will 
be pending in the application. Claims 158, 161, 164, 167, 174, 177, 178, 181, 184, 187, 190, 
229, 231, 248, 251 and 288-294 have been canceled without prejudice or disclaimer. 
Applicants reserve the right to pursue the subject matter of the canceled claims in one or 
more continuing applications. 

Claims 157, 159, 162, 165, 168, 173, 176, 180, 182, 185, 188, 191, 196, 197, 199, 
200, 207, 208, 210, 211, 230, 232, 233, 234, 235, 236, 237, 238, 239, 240, 242, 247, 250, 
257, 258, 260, 261, 264, 273, 274, 276 and 277 have been amended as discussed during the 
recent Examiner interview. Support for amended claim 157 (and dependent claims) can be 
found in original claims 1 and 11, part (a). As the Examiner requested, Applicants have 
inserted a paragraph containing the subject matter of original claims 1 and 11, part (a), into 
the specification at page 6, after line 18. Support for amended claim 180 (and dependent 
claims) can be found, inter alia, at pages 1 1-14 of the specification. 

Claims 159, 162, 165, 168, 182, 185, 188 and 191 were amended to place the claims 
into proper dependent format. The remaining claims were amended as discussed during the 
Examiner interview. This amendment introduces no new matter and entry thereof is 
respectfully requested. Applicants reserve the right to pursue the subject matter of the 
unamended claims in one or more continuing applications. 

Based on the above amendments and the following remarks, Applicants respectfully 
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Rejections under 35 U.S.C. § 112 

Written description 

Claims 157-158, 161, 164, 167, 170-181, 184, 187, 190, 193-202, 207-208, 210-21 1, 
236-237, 239-240, 247-248, 250-251, 257-258, 260-261 and 264-294 were rejected under 
35 U.S.C. § 1 12, first paragraph, for allegedly containing subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in the art 
that the inventors, at the time the application was filed, had possession of the claimed 
invention. (Paper No. 34, at page 3.) The Examiner did not enter the amendment filed on 
July 3, 2002, but indicated that the claims as amended would be allowable. (Paper No. 41, 
at page 2.) 

Solely in the interest of facilitating prosecution, Applicants have amended the claims 
to recite 95% identity. As the Examiner acknowledged, support for this amendment can be 
found in original claims 1 and 1 1 , part (a), the subject matter of which was inserted into the 
specification at page 6, after line 18. Accordingly, withdrawal of this rejection is 
respectfully requested. 

Regarding claims 176, 196, 199, 207, 210, 236, 239, 247, 250, 260, 273 and 276, the 
Examiner alleged that n [w]hile the specification fully supports the linkage between 
heterologous sequences in general to the first nucleic acid, the same cannot be said for an 
'operable linkage'. " (Paper No. 34, at page 5.) The Examiner maintained the rejection in the 
Advisory Action. (Paper No. 41, at page 2.) 

Without admitting to the Examiner's allegation, and solely in the interest of 
facilitating prosecution, Applicants have amended the claims to recite that the 
"polynucleotide comprises a nucleotide sequence heterologous to said first nucleic acid." 
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that the amino acid sequence is at least 99% identical to the recited reference amino acid 
sequences, and regulates PSA gene expression. An amino acid sequence that is at least 99% 
identical to amino acids 1 to 335 of SEQ ID NO:2 would differ by 3 amino acids or less. 
As was discussed during the Examiner interview, it was routine in the art to make at least 
5 amino acid changes using methods such as site-directed mutagenesis. 

For example, Loeb et al. , Nature 340:397-400 (1989) (Attachment A) reported that 
each amino acid of the HIV-1 protease was individually mutated using a mutagenesis 
procedure capable of introducing and identifying missense mutations in each residue of a 
protein. The mutagenesis procedure allowed Loeb et al. to identify functionally important 
regions within the protein. Inouye et aL, Biochem. Biophys. Res. Comm. 779:352-358 
(1991) (Attachment B) reported that one or both of the two potential Asn-linked 
glycosylation sites of human follistatin were mutated using site-directed mutagenesis. Gloss 
et al, Biochem. 31:32-39 (1992) (Attachment C) reported that the five cysteines of E. coli 
aspartate aminotransferase were converted either one at a time, in triplet combinations, or 
all five at once, to alanine by site-directed mutagenesis. Thus, as of the filing date of the 
captioned application, it was a matter of routine experimentation to make at least 5 amino 
acid changes simultaneously. Such experimentation is neither undue nor unreasonable. 

In addition, pages 16 and 17 of the specification provide guidance on how to make 
phenotypically silent substitutions, as well as conservative substitutions. The specification 
also provides, inter alia, predicted antigenic regions that comprise epitope-bearing portions 
of the PDEF protein (see page 25). One of ordinary skill in the art looking at the PDEF 
sequence would know which allelic or other variants that differ from SEQ ID NO:2 by 1-3 
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withdrawn. Applicants believe that a full and complete reply has been made to the 
outstanding Office Action and, as such, the present application is in condition for allowance. 
If the Examiner believes, for any reason, that personal communication will expedite 
prosecution of this application, the Examiner is invited to telephone the undersigned at the 
number provided. 

Prompt and favorable consideration of this Amendment and Reply is respectfully 
requested. 



Respectfully submitted, 



Sterne, Kessler, Goldstein & Fox p.l.l.c. 



Gaby L. Longsworth 
Agent for Applicants 
Registration No. 47,756 






1 100 New York Avenue, N.W. 
Suite 600 

Washington, D.C. 20005-3934 
(202) 371-2600 



::ODMA\MHOnMAVSKGF_DC 1 ;565()5; I 
SKGFRcv. 2/13/01 
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Version with markings to show changes made 

In the Specification: 

A new paragraph at page 6, after line 18, was inserted. 
In the Claims: 

Claims 158, 161, 164, 167, 174, 177, 178, 181, 184, 187, 190, 229, 231, 248, 251 
and 288-294 were canceled without prejudice or disclaimer. 

The following claims 157, 159, 162, 165, 168, 173, 176, 180, 182, 185, 188, 191, 
196, 197, 199, 200, 207, 208, 210, 211, 230, 232, 233, 234, 235, 236, 237, 238, 239, 240, 
242, 247, 250, 257, 258, 260, 261 , 264, 273, 274, 276 and 277 were substituted for pending 
claims 157, 159, 162, 165, 168, 173, 176, 180, 182, 185, 188, 191, 196, 197, 199, 200, 207, 
208, 210, 211, 229, 230, 231, 232, 233, 234, 235, 236, 237, 238, 239, 240, 242, 247, 250, 
257, 258, 260, 261, 264, 273, 274, 276 and 277: 

157. (Once amended) An isolated polynucleotide comprising a first nucleic acid 
at least [90%] 95% identical to a reference nucleic acid selected from the group consisting 
of: 

(a) a nucleic acid consisting of nucleotides 839 to 1048 of SEQ ID NO: 1 ; 

(b) anucleic acidconsistingof nucleotides419 to 1420 of SEQ ID NO: 1 ; 
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(c) a nucleic acid consisting of nucleotides 4 16 to 1420 of SEQ ID NO: 1 ; 

and 

(d) a nucleic acid consisting of the nucleotides encoding the complete 
amino acid sequence encoded by the cDNA clone contained in ATCC Deposit No. 203072. 

159. (Once amended) The isolated polynucleotide of claim [158] 157 , wherein 
said first nucleic acid is at least 95% identical to a reference nucleic acid consisting of 
nucleotides 839 to 1048 of SEQ ID NO:l. 

162. (Once amended) The isolated polynucleotide of claim [161] 157 , wherein 
said first nucleic acid is at least 95% identical to a reference nucleic acid consisting of 
nucleotides 419 to 1420 of SEQ ID NO:l. 

165. (Once amended) The isolated polynucleotide of claim [164] 157 , wherein 
said first nucleic acid is at least 95% identical to a reference nucleic acid consisting of 
nucleotides 416 to 1420 of SEQ ID NO:l. 

168. (Once amended) The isolated polynucleotide of claim [167] 157 , wherein 
said first nucleic acid is at least 95% identical to a reference nucleic acid consisting of the 
nucleotides encoding the complete amino acid sequence encoded by the cDNA clone 
contained in ATCC Deposit No. 203072. 



173. (Once amended) The vector of claim 172, wherein said [first nucleic acid is 
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operably associated with] polynucleotide comprises a nucleotide sequence heterologous 
[sequence] to said first nucleic acid . 

176. (Once amended) The host cell of claim 175, wherein said [first nucleic acid 
is operably associated with] polynucleotide comprises a nucleotide sequence heterologous 
[sequence] to said first nucleic acid . 

180. (Once amended) An isolated polynucleotide comprising a nucleic acid 
encoding a first amino acid sequence at least [90%] 99% identical to a reference amino acid 
sequence selected from the group consisting of: 

(a) amino acids 142 to 21 1 of SEQ ID NO:2; 

(b) amino acids 2 to 335 of SEQ ID NO:2; 

(c) amino acids 1 to 335 of SEQ ID NO:2; and 

(d) the complete amino acid sequence encoded by the cDNA clone 
contained in ATCC Deposit No. 203072; 

wherein said first amino acid sequence regulates Prostate-Specific Antigen (PSA) gene 
expression . 

182. (Once amended) The isolated polynucleotide of claim [181] 180 , wherein 
said first amino acid sequence is at least [95%] 99% identical to amino acids 142 to 21 1 of 
SEQ ID NO:2. 
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199. (Once amended) The host cell of claim 198, wherein said [first nucleic acid 
is operably associated with] polynucleotide comprises a nucleotide sequence heterologous 
[sequence] to said nucleic acid . 

200. (Once amended) The host cell of claim 199, wherein said heterologous 
sequence is operably associated with said nucleic acid and is selected from the group 
consisting of a promoter, a site for transcription initiation, a site for transcription 
termination, an enhancer, a Kozak sequence, an operator and a ribosome binding site. 

207. ( Once amended) The vector of claim 206, wherein said [first nucleic acid is 
operably associated with] polynucleotide comprises a nucleotide sequence heterologous 
[sequence] to said nucleic acid . 

208. (Once amended) The vector of claim 207, wherein said heterologous 
sequence is operably associated with said nucleic acid and is selected from the group 
consisting of a promoter, a site for transcription initiation, a site for transcription 
termination, an enhancer, a Kozak sequence, an operator and a ribosome binding site. 

210. (Once amended) The host cell of claim 209, wherein said [first nucleic acid 
is operably associated with] polynucleotide comprises a nucleotide sequence heterologous 
[sequence] to said nucleic acid . 




- 23 - LIBERMANN et al 

Appl. No. 09/126,945 

211. (Once amended) The host cell of claim 210, wherein said heterologous 
sequence is operably associated with said nucleic acid and is selected from the group 
consisting of a promoter, a site for transcription initiation, a site for transcription 
termination, an enhancer, a Kozak sequence, an operator and a ribosome binding site. 

230. (Once amended) [The] An isolated polynucleotide [of claim 229,] 
comprising a nucleic acid encoding at least 100 contiguous amino acids of SEQ ED NO:2. 

232. (Once amended) The isolated polynucleotide of claim [23 1 ] 230 , comprising 
a nucleic acid encoding at least 150 contiguous amino acids of SEQ ID NO:2. 

233. (Once amended) The isolated polynucleotide of claim [229] 230 , further 
comprising a nucleotide sequence heterologous to said nucleic acid. 

234. (Once amended) A method of producing a vector comprising inserting the 
isolated polynucleotide of claim [229] 230 into a vector. 

235. (Once amended) A vector comprising the isolated polynucleotide of claim 
[229] 230 . 

236. (Once amended) The vector of claim 235, wherein said [first nucleic acid is 
operably associated with] polynucleotide comprises a nucleotide sequence heterologous 
[sequence] to said nucleic acid . 
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264. (Once amended) A polynucleotide comprising a nucleic acid fused in frame 
to a nucleotide sequence heterologous to SEQ ID NO:l, wherein said heterologous 
nucleotide sequence encodes a heterologous polypeptide, and wherein said nucleic acid is 
selected from the group consisting of: 

( a) a nucleic acid encoding amino acids 279 to 287 of SEQ ID NO:2; 

(b) a nucleic acid encoding amino acids 292 to 300 of SEQ ID NO:2; 

(c) a nucleic acid encoding amino acids 317 to 325 of SEQ ID NO:2; 

(d) a nucleic acid encoding amino acids 239 to 247 of SEQ ID NO:2; 

(e ) a nucleic acid encoding amino acids 272 to 280 of SEQ ID NO:2; and 
( f) a nucleic acid encoding amino acids 248 to 331 of SEQ ID NO:2. 

273. ( Once amended) The vector of claim 272, wherein said [first nucleic acid is 
operably associated with] polynucleotide comprises a nucleotide sequence heterologous 
[sequence] to said nucleic acid . 

274. (Once amended) The vector of claim 273, wherein said heterologous 
sequence is operably associated with said nucleic acid and is selected from the group 
consisting of a promoter, a site for transcription initiation, a site for transcription 
termination, an enhancer, a Kozak sequence, an operator and a ribosome binding site. 

276. (Once amended ) The host cell of claim 275, wherein said [first nucleic acid 
is operably associated with] polynucleotide comprises a nucleotide sequence heterologous 
[sequence] to said nucleic acid . 
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277. (Once amended) The host cell of claim 276, wherein said heterologous 
sequence is operablv associated with said nucleic acid and is selected from the group 
consisting of a promoter, a site for transcription initiation, a site for transcription 
termination, an enhancer, a Kozak sequence, an operator and a ribosome binding site. 



